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Based on the multifocal renal fibrosis observed in the 125 mg/kg dose group, this report results is being
submitted.

Abstract

AMS 21619 was administered by gavage to Beagle dogs (4 animals per sex and per dose) at nominal
concentrations of 0, 5, 40, and 125 mg/kg. The test solution vehicle was 0.5% methyl cellulose with 0.4%
TWEEN 80 in deionized water, along with 125 mg/mi of AMS 21619 active ingredient. The animals were
dosed five consecutive days/week for one year. In addition to the routine guideline requirements,
computerized electrocardiography (ECG) and blood pressure (BP) measurements were performed. Also,
neurological examinations were performed that included peripheral and cranial reflex tests, task performance
tests, gait, and behavioral observations.

There was a compound-related decrease in food consumption in the female high-dose group. There was a
compound-related decrease in body weight (growth rate) in the female high-dose group, and to a lesser
degree in the male mid- and high-dose groups. There were no compound-related clinical observations or
compound-related changes found in the ECG and BP parameters which were measured.

The following summarizes the clinical, gross and microscopic pathology findings:

All animals survived until scheduled study termination.
There were no compound-related ophthalmologic or neurologic findings.
Females in the mid- and high-dose groups demonstrated a trend toward increased ALP.
There were no compound-related changes in hematologic parameters.
There were no compound-related changes in urinalysis parameters.
There were no compound-related changes in gross (necropsy) observations.
Terminal body weights were not statistically different in either sex; however, the female high-dose group
had an approximate 20% decrease in weight compared to controls which was interpreted as biologically
relevant.
The absolute and relative liver weights in high-dose group animals of both sexes were increased.
Microscopic compound-related findings were as follows:
a. Minimal to mild, chronic, multifocal renal fibrosis in all high-dose group females and one high-dose
group male.
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b. Hepatic pigmentation, minimal to moderate, in all of high-dose group females and in one male.

In conclusion, the NOAEL. (no-observed-adverse-effect level) for this chronic dog gavage study with AMS
21619 was 5 mg/kg. An intermediate level of toxicity was observe in the 40 mg/kg dose group, based on liver
findings. The MTD (maximum-tolerated-dose) was 125 mg/kg, based on hepatic and renal findings. The
target organs of toxicity appeared to be the liver and kidney.
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